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DETAILED ACTION 
Status of Action . 

Applicanf s request for reconsideration of the finality of the rejection of the last Office 
action is persuasive and, therefore, the finality of that action is withdrawn. 

The response filed 6/12/07 presents remarks and arguments to the office action 
mailed 1/12/07. Applicants' request for reconsideration of the rejection of claims in the 
last office action has been considered. 

Applicants' arguments, filed, have been fully considered but they are not deemed 
to be persuasive. Rejections and/or objections not reiterated from previous office 
actions are hereby withdrawn. The following rejections and/or objections are either 
reiterated or newly applied. They constitute the complete set presently being applied to 
the instant application. 

The text of those sections of Title 35. U.S. Code not included in this action can 
be found in a prior Office action. 

Status of Claims 
Claims 15-16 and 27 are pending and examined. 

Claim Rejections - 35 USC §112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
mal<ing and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 
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Claims 15-16 and 27 are rejected under 35 U.S.C. 112, first paragraph, because 
the specification, while being enabling for treating leukemia, does not reasonably 
provide enablement for the wide variation of malignant tumors. The specification does 
not enable any person skilled in the art to which it pertains, or with which it is most 
nearly connected, to make and use the invention commensurate in scope with these 
claims. 

Factors to be considered in determining whether a disclosure would require undue 
experimentation have been summarized in Ex parte Forman , 230 USPQ 546 (BPAI 
1986) and reiterated by the Court of Appeals in In re Wands , 8 USPQ2nd 1400 at 1404 
(CAFC 1988). The factors to be considered in determining whether undue 
experimentation is required include: (1) the quantity of experimentation necessary, (2) 
the amount or direction presented, (3) the presence or absence of working examples, 
(4) the nature of the invention, (5) the state of the prior art, (6) the relative skill of those 
in the art, (7) the predictability or unpredictability of the art, and (8) the breadth of the 
claims. 

The Board also stated that although the level of skill in molecular biology is high, 
the results of experiments in genetic engineering are unpredictable. While all of these 
factors are considered, a sufficient amount for a prima facie case are discussed below. 

Nature of the invention state of the prior art, relative skill of those in the art 
and the predictabilitv of the art . 

The nature of the invention is to a method of treating a patient suffering from 
malignant tumor comprising administering therapeutically effective amount of the 
compoundof formula I in combination with at least one of cisplatin and carboplatin. As 
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stated, however, claims 15-16 and 27 recite that any or a very large representation of 
malignant tumor disease are intended with the compound of claim 27 and its large 
representation of the substituent groups. For example malignant tumors of colon and 
rectum which include adenocarcinoma, lymphoma, leiomyosarconria etc (see Types of 
colon cancer as evident by Donna Myers enclosed). Next, the compound has a wide 
variation of substituents, these substituents all do not carry the same activity. As 
evident by Kern et al., structural activity relationship varies, while some gave positive 
result on the treatment of human melanoma some showed no activity (see for example 

I > 

Table I , pg, 5180). The nature of the invention is very broad, and the relative skill of 
those in the art is generally that of a Ph.D. or M.D. with expertise in the field of 
malignant tumor diseases. Each particular malignant tumor disease has its own specific 
characteristics and etiology. The unpredictability observed with single agent therapy is 
compounded when a combination of agents is employed. The broad recitation "treating 
a malignant tumor disease" is inclusive of many conditions that presently have no 

* 

established successful therapies. 

It is clear the art to which the present invention relates is highly unpredictable 
and unreliable with respect to conclusions drawn from laboratory data extrapolated to 
clinical efficacy. 
The breadth of the claims 

The claims are very broad and inclusive of a wide representation of malignant 
tumors 

The amount of direction or guidance provided and the presence or absence of 



I 
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working examples 

The example given ids for the treatment of leukemis (see page 20) in a mice and no 
indication of how to extrapolate the data for the treatment of wide variation of malignant 
tumors in a patient. 

The quantity of experimentation necessary 
Presently, guidance as to which particular malignant tumor is contemplated according to 

» 

the recited limitations in the claims is absent. In particular, with respect to methods of 
treating malignant tumor, the skilled artisan would expect the interaction of a particular 
combination of drugs in the treatment of a particular disease state to be very specific 
and highly unpredictable absent a clear understanding of the structural and biochemical 
basis for each agent. Absent reasonable a priori expectations of success for using the 

« 

particular combination of compound of formula I with a representation of atleast one 
therapeutic agent one skilled in the art of malignant tumors would have to test 
extensively many disease states to discover which show efficacy. Since each 
prospective embodiment, as well as future embodiments as the art progresses, would 
have to be empirically tested, undue experimentation would be required to practice the 
invention as it is claimed in its current scope. The specification provides inadequate 
guidance to do otherwise. 

Maintained Claim Rejections - 35 USC § 103 

Claims 15-16 and 27 remain rejected under 35 U.S.C. 103(a) as being unpatentable 
over Hidaka et al., US 5,972,976 in view of Goodman and Oilman, The Pharmacological 
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Basis of therapeutics,ahd Ragaz et al.. The new England J. of Med. (As in the office 
action of record). 

Applicant again argues that synergism is taught in the Table 1 of the specification 
that Table 1 , results are shown where compound 2 is administered alone at a maximum 
tolerated dose of 100 mg/kg, and where CDDP is administered alone at a maximum 
tolerated dose of 10 mg/kg. When compound 2 is administered alone at a maximum 
tolerated dose of 100 mg/kg. the maximum T/C % is 165% or 150%. When CDDP is 
administered alone at a maximum tolerated dose of 10 mg/kg, the maximum T/C % is 
170%. In both instances of single administration, no survival is observed. 

In response the results still does not show synergism. Synergism is the 
interaction of two or more agents so that their combined effect is greater than the sum 
of their individual effects. (165 + 170 = 335) The results are merely additive. If 
Applicant is basting the survival rate on the unexpected result then it can be considered. 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Shirley V. Gembeh whose telephone number is 571- 
272-8504. The examiner can normally be reached on 8:30 -5:00, Monday- Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel can be reached on 571-272-0718. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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